Basal cell carcinoma · Vulva · Lymph node metastasis Abstract Vulval basal cell carcinomas (BCC) are an important differential diagnosis of painful, itchy vulval lesions, which can occur at all ages but commonly affect women in their senium. BCC tend to grow locally in an invasive and destructive pattern and seldom metastasize. Here we describe the rare case of inguinal metastasis in a 70-year-old woman with vulval BCC who was treated with radical hemivulvectomy, bilateral inguinal node sampling and adjuvant external beam radiotherapy. We discuss the clinical management of vulval BCC and provide an overview of the previously reported cases in the literature.
Introduction
Basal cell carcinomas (BCC) are a rare vulval skin pathology accounting for only 2-4% of vulval malignancies [1] . They usually present as a slowly growing ulcer or nodule but due to lack of symptoms or the stigma of vulval disease, delayed diagnosis is not uncommon. If untreated, BCC tend to grow locally in an invasive and destructive pattern but have a very low propensity for metastatic spread. Here we present an uncommon case of vulval BCC with metastasis to inguinal lymph nodes and give an overview of previously reported cases in the literature.
Case Presentation
A 70-year-old woman presented to her general practitioner with a persistent vulval lesion she had first noticed 2 years earlier. She reported occasional vulval discomfort and chronic serous discharge. Her past history included obesity (body mass index of 30), cholecystectomy and tubal ligation. Her only regular medication was vitamin C. Gynaecological examination revealed a large left sided 40 × 40 mm ulcerated, nodular lesion with rolled edges. The lesion involved the left labium majus and labium minus ( Fig. 1 ). Punch biopsies were taken under local anaesthetic which showed a nodular and superficial basal cell carcinoma with invasion into the dermis on histopathology. No perineural invasion was identified. Immunohistochemistry for BerEP4, a marker for BCC, was positive.
The patient was subsequently referred to the gynaecological oncology service for management. A staging CT of the abdomen and pelvis was performed showing left labium majus thickening, consistent with a vulval lesion and bilateral mildly enlarged superficial inguinal nodes.
The patient underwent a radical left hemivulvectomy and exploration of both groins. She had a prominent left inguinal lymph node and a mildly enlarged right inguinal lymph node which were both removed. The operation was uncomplicated and the patient discharged after an overnight stay in hospital. The postoperative course was uneventful.
The final histopathology showed an extensively ulcerated 40 × 40 mm basal cell carcinoma of the left vulva with nodular, multifocal, superficial, keratotic and infiltrating components. The tumour was invading into the subcutis to a maximal depth of 11.5 mm. Perineural invasion was identified with foci suspicious for lymphovascular invasion. The excision margins were clear by 3 mm on the 12 and 3 o'clock margins and 4 mm on the 6 and 9 o'clock margins ( Fig. 2, 3 ). The left inguinal node showed tumour deposit of metastatic BCC measuring 10mm in diameter with extracapsular extension of 0.7 mm (Fig. 4) . The right inguinal lymph node was negative. A postoperative positron-emission tomography (PET) scan showed no distant metastasis or residual nodal disease. The BCC was therefore staged as FIGO 3C vulval BCC (as per 2009 FIGO staging of vulval carcinoma). The patient received adjuvant external beam radiotherapy to both groins and the vulva. She had a dose of 60 Gray (Gy) to the left vulva and left groin due to increased risk of local and regional recurrence and 48 Gy to the right groin and right vulva. No concurrent chemotherapy was given and the radiotherapy was well tolerated. The patient is now 6 months post-treatment and is recurrence free.
Discussion
Inguinal nodal metastasis of vulval BCC is exceedingly rare and this is the only 10th reported case in the literature [2] . Patients with vulval BCC generally present with a vulval lesion or non-specific symptoms such as itch, pain, bleeding or scaly plaques. These cancers are frequently diagnosed when they are large and ulcerated as patients often present late [2] . BCC also tend to be misdiagnosed as they are not heavily pigmented and may be mistaken for eczema or psoriasis. Diagnosis is made by biopsy and histopathology.
While most BCC arise from cumulative sun exposure over time, the exact aetiology of vulval BCC is unknown. Risk factors for BCC development include older age, particularly those in the 7th and 8th decade of life, Caucasian ethnicity, history of chronic skin irritation and exposure to ionising radiation [3, 4] .
Workup for confirmed vulval BCC should include referral to a gynaecological oncologist, clinical staging and consideration of preoperative imaging (either CT or MRI) to define the extent of the local disease and assess for metastasis [5] . However, the role for preoperative imaging in vulval BCC is controversial and due to the rarity of metastatic disease, there are no guidelines. NCCN guidelines for vulval cancer refer only to squamous cell carcinomas and therefore have limited applicability to vulval BCC. NCCN BCC guidelines recommend imaging studies for cases where extensive disease with bone, soft tissue involvement or perineural invasion is suspected [6] . BCC are classified as high risk based on their location and/or size and factors such as poorly defined borders, recurrent disease, immunosuppression, prior irradiation to the affected area and aggressive growth pattern [6] . High risk locations include face, genitalia, hands and feet. Debate exists regarding routine CT imaging for vulval BCC to exclude metastatic disease given the low prevalence of 0.1% [7, 8] . However, CT imaging should be considered in patients with significant risk factors for metastasis such as larger BCC with sizes ≥ 40mm and/or deep invasion and aggressive histological subtypes such as adenocystic, infiltrative, morphoeic and basosquamous [9] . These aggressive subtypes also tend to recur more frequently [4] .
The gold standard of vulval BCC treatment is surgical excision. There is no defined recommended margin for high risk BCC lesions however subclinical extension should be anticipated when selecting surgical margins [6] . As inguinal lymph node metastases are extremely rare and only 10 cases have been reported in the literature, a routine lymphadenectomy is not recommended. However, cases of successful sentinel lymph node sampling to detect nodal metastasis in BCC, particularly basosquamous cell carcinoma, have been published [10]. Further research is required to determine which patients would benefit from this approach, in particular those with lesions measuring >20 mm and/or perineural/lymphatic invasion [11] .
Ten cases of metastatic vulval BCC to the inguinal lymph nodes have been reported in the literature (Table 1) . Eight women were in the 7th or 8th decade of life, one patient was 42 years old (age range 41-87 years) and the age of one patient was not documented. Although the exact anatomical location of the BCC was not documented, the literature review by Renati et al. suggests that the labia majora are the most common site of vulval BCC, as in our patient [2] . Six out of the 10 cases had large vulval BCCs measuring 50 mm or greater in diameter. All were larger than 40 mm in diameter. The histology was infiltrating in 4 cases, and 5 out of 10 cases showed adenoid type cells. Eight out of the 10 cases underwent radical vulvectomy with lymph node dissection. One patient received neoadjuvant radiotherapy prior to surgery, which successfully facilitated surgical excision of the lesion. Three patients, including ours, received post-operative radiotherapy. One of the 10 women died as a result of her metastatic vulval BCC. Information on follow up and recurrences in the reported cases was limited.
Conclusion
Vulval BCC, although rare, should always be considered as a differential diagnosis particularly in older women who present with vulval pruritus or a lesion not responding to topical treatments such as steroid ointments. Biopsy is mandatory if diagnosis is uncertain. Patients with large vulval BCC measuring ≥40 mm in diameter and those with aggressive histological subtypes have a higher risk of inguinal lymph node metastasis and should undergo preoperative CT imaging.
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